
































1) Shimada Y., Goto H., Itoh T., Sakakibara I., Kubo M., Sasaki H. and Terasawa K.: 
Evaluation of the protective effects of alkaloids isolated from the hooks and sterns 
of Uncariαsinensis on glutamate-induced neuronal death in cultured cerebellar 
granule cells from rats. J. Pharrn. Pharrnacol. 51: 715-722, 1999. 
Abstract : We previously demonstrated that the water extract of the hooks and stems of 
Uncαriαsinensis (Oliv.) Havil., Uncariae Uncus Cum Ramulusis, has a protective effect on 
glutamate-induced neuronal death in cultured cerebellar granule cells through the inhibition 
of Ca'+ influx. However, it is not known which components of Uηcαria sinensis are active. In 
this study, we evaluated the neuroprotective effects of oxyindole alkaloids, corynoxeine, 
rhynchophylline, isorhynchophylline and isocorynoxeine, and indole alkaloids, 
geissoschizine methylether, hirsuteine and hirsutine isolated from the hooks and stems of 
Uηcαriαsinensis on glutamate induced cel death by MTT assay as well as their inhibitory 
effects on 45Ca2+ influx using cultured rat cerebellar granule cels. 
Cell viability evaluated by MTT assay was significantly increased by the application of 
rhynchophylline (10 3 M), isorhynchophylline (10 4 10 3 M), isocorynoxeine (10-4 10 3 
M), hirsuteine (10 4 3×10 4 M) or hirsutine (10 4 ~3×10 4 M) compared to exposure to 
glutamate only, with the effect of isorhynchophylline being the strongest. The increase of 
45Ca2+ influx into cells induced by glutamate was significantly inhibited by the application of 
rhynchophylline (10 3 M), isorhynchophylline (3×10 4 10 3 M), isocorynoxeine (3×10 4 
10 :i M), geissoschizine methylether (10 3 M), hirsuteine (3×10 4 -10 3 M) or hirsutine (3 
×10 1 10 3M). 
These results suggest that such oxyindole alkaloids as isorhynchophylline, isocorynoxeine 
and rhynchophylline, and such indole alkaloids as hirsuteine and hirsutine are active compo-
nents of the hooks and stems of Uncαriαsinensis provide a protective effect against gluta-
mate-induced neuronal death by the inhibition of Ca2+ influx in cultured cerebellar granule 
cels. 
2) Tanikawa K., Goto H., Nakamura N., Tanaka N., Hattori M., Itoh T. and Terasawa 
K.: Endothelium-dependent vasodilator effect of tannin extract from Cinnamonomi 
Cortex. J. Trad. Med. 16: 45-50, 1999. 
Abstract: Cinnamonomi Cortex (the bark of Cinnαmom um cαssia BLUME) is a crude 
drug that is widely used in spices and medical products. Although improvement of blood flow 
by this plant component has long been known, there have been no reports concerning the 
mechanism involved. We studied the vasodilator actions of this drug especially focusing on 
the role of endothelium in the isolated vascular bed. Tannin from Cinnamonomi Cortex 
(TCC) relaxed prostaglandin F2α一precontractedring preparations of rat aorta with intact 
endothelium. TCC did not cause relaxation of specimens without endothelium, and TCC罰
induced relaxation was inhibited by pretreatment with 10 4 M NG nitro 1 arginine methyl 
ester. Dimer, trimer, tetramer, and pentamer components of TCC also produced endothe-
lium dependent vasodilatation. Stronger relaxation was caused by higher molecular weight 
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tannins, and endothelium-dependent vasodilation even appeared at low concentrations. In 
conclusion, we found that TCC exhibits an endothelium dependent vasodilatation in the 
isolated rat aorta mainly via endothelium derived NO. NO mediated endothelium-dependent 
relaxation seems to be more potent for TCC with higher molecular weight than that with 
lower molecular weight. 
3) Yang Q., Kita T., Hikiami H., Shimada Y., Itoh T. and Terasawa K.: Effects of 
Choto-san (Diao-Teng-San) on microcirculation of bulbar conjunctiva and 
hemorheological factors in patients with asymptomatic cerebral infarction. J. 
Trad.孔1ed.16: 135-140, 1999. 
Abstract: In this study, the effects of Choto-san on the microcirculation of bulbar conjunc-
tiva in 16 patients with asymptomatic cerebral infarction were investigated with a video 
microscopic system. After the administration of Choto-san for four weeks, variables of 
microcirculatory flow of the bulbar conjunctiva, that is, the internal diameter of vessels, 
flow velocity and flow volume rate were increased. Erythrocyte aggregability, evaluated by 
measuring the maximum diameter of a column of intravascular erythrocyte aggregation, 
was also improved. Simultaneously, hemorheological factors such as whole blood viscosity, 
plasma viscosity, erythrocyte deformability and leukocyte deformability were examined. 
Choto san improved deformability of both erythrocytes and leukocytes, but not blood viscos-
ity. These results suggest that Choto-san may have favorable effects on cerebrovascular dis 
orders through changes in microcirculatory flow, erythrocyte aggregability and blood cel 
deformabili ty. 
4) Sekiya N., Tanaka N., Itoh T., Shimada Y., Goto H. and Terasawa K.: Keishi-
bukuryo-gan prevents the progression of atherosclerosis in cholesterol-fed rabbit. 
Phytother. Res. 13: 192-196, 1999. 
Abstract: In this study, we examined whether in vivo keishi bukuryo gan (a Kampo for-
mulation) could prevent the progression of atherosclerosis in cholesterol-fed rabbit, an ani-
mal model for hypercholesterolemia. Sixteen male Japanese white rabbits (2kg body weight) 
were divided into two groups. Group A (n=8) was fed standard rabbit chow containing 1% 
cholesterol for 8 weeks. Group B (n=8) was fed standard rabbit chow containing 1% choles司
terol and 1% keishi bukuryo gan for 8 weeks. At the end of the experiments, average plasma 
concentrations of total-cholesterol and IDL cholesterol were 2055.9士201.Smg/dland 408.1 
±62.6mg/dl in group A and 1950.5士126.3mg/dland 407.6士56.6mg/dlin group B, respec-
tively. The percentage of surface area of total thoracic aorta with visible plaque was signifi 
cantly reduced by keishi-bukuryo-gan administration; group A was 33.2士5.3%and group B 
was 14.3±2.9%.β－very low density lipoprotein (VLDL) and low density lipoprotein (LDL) 
isolated from cholesterol fed rabbits treated with keishi-bukuryo-gan (group B) were 
shown to be highly resistant to oxidative modification by cupric ion. Sera isolated from rab-
bits administered keishi-bukuryo-gan had reduced lipid peroxide formation compared to 
those from rabbits without keishi-bukuryo-gan. Thus, keishi-bukuryo-gan prevents the 
progression of atherosclerosis in cholesterolイedrabbit in vivo by limiting oxidative LDL 
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modification. 
5) Saitoh K., Kase Y., Ishige A., Komatsu Y., Sasaki H. and Shibahara N.: Effects of 
Keishi-ka-shakuyaku-to (Gui幽Zhi-Jia-Shao・Yao司Tang)on diarrhea and small in-
testinal movement. Biol. Pharm. Bull. 22 : 87-89, 1999. 
Abstract: The present study was conducted to determine the characteristics of the effects 
of Keishi-ka shakuyaku to (Gui-Zhi-Jia Shao-Yao-Tang; TJ-60) on diarrhea. Significant re-
pression was noted by T J-60 at lOOOmg/kg, p・o.for diarrhea induced by pilocarpine, barium 
chloride or castor oil. Under normal conditions, TJ 60 did not influence small intestinal tran-
sit by its oral treatment even at lOOOmg/kg, however, it dose-dependently improved the ac-
celeration of such transit caused by neostigmine. TJ-60 did not influence the resting tonus in 
isolated small intestine, but did selectively inhibit low frequency electrostimulated contrac-
tions. These results indicate that the antidiarrheal effects of T J-60 may be due to the inhibi-
tion of excessively accelerated small intestinal movement, and that the inhibition of 
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